We present a case in which an elderly woman diagnosed with a splenic marginal zone lymphoma (MZL) was found to have positive Hepatitis B serology. Link with Hepatitis C virus is well documented but reports of association of Hepatitis B virus (HBV) with splenic marginal zone lymphoma are still emerging. A 69-year-old lady presented with weight loss, pancytopenia and marked splenomegaly. Prior to commencing treatment, Hepatitis B serology confirmed Hepatitis B infection. She was treated with Chlorambucil along with anti-hepatitis B prophylaxis and HBV PCR monitoring. She had an excellent response to treatment with resolution of symptoms and splenomegaly. This case highlights the importance of testing for hepatitis B serology in patients diagnosed with splenic MZLs as causative agent. Although the association between HCV is well documented in the literature, a relationship between HBV may also be important. Also, chemotherapy +/− Rituximab for splenic MZL is associated with the reactivation of latent infections; hence providing prophylactic cover for pre-existing latent HBV infection may be required to prevent reactivation as in this case.
Introduction
Pathogenesis of Splenic Marginal Zone lymphomas (SMZL) remains unclear with various theories suggesting an antigenic trigger. A link between Hepatitis C virus (HCV) as a causative factor has been described in the literature. We present a case in which an elderly woman diagnosed with a SMZL was found to have positive Hepatitis B serology, and pose the question of a link between the two conditions.
Case Report
A 69-year-old female was referred by her general practitioner with a history of epigastric pain and nausea. The patient also complained of weight loss but had no other B-symptoms. She had already had an abdominal ultrasound scan, which showed splenomegaly and enlarged lymph nodes adjacent to the pancreas. Staging CT scan demonstrated a grossly enlarged spleen measuring 22 cm with multiple hypodense lesions throughout. Lymph nodes were seen at the level of the coeliac axis, gastrohepatic region and porta hepatis. Bone marrow biopsy identified six aggregates of small lymphoid cells. These were monoclonal CD20 positive B lymphocytes. A diagnosis of Splenic Marginal Zone Lymphoma was made.
Initially, a decision was made to observe the patient's clinical course, but within a year she required treatment in view of weight loss, sweats and progressive pancytopenia due to hypersplenism. Rituximab and Chlorambucil chemotherapy was planned and a hepatitis screen was done. Hepatitis B serology confirmed active Hepatitis B infection (HBsAg positive, HBeAg negative, HBs, HBc and HBe antibodies positive). In view of this, prior to starting any treatment, she was referred to local hepatologist. Hepatitis B DNA by PCR was negative. She was commenced on anti-hepatitis B anti-viral therapy initially with Tenofovir and later, due to intolerance, on Lamivudine 100 mg once daily to prevent any flare-up of the Once on anti-Hepatitis B treatment, she was treated with monthly cycles of chlorambucil 10 mg for fortnight. During the course of her treatment the patient had regular Hepatitis B quantification by DNA PCR. This was consistently negative, although her HBe antibody remained positive, confirming a carrier state. The patient tolerated 3 cycles of Chlorambucil with partial resolution of splenomegaly down to 15 cm, and a complete resolution of her symptoms and abdominal lymphadenopathy. The patient also was co-incidentally found to have gallstones causing recurrent right hypochonrial pain. As such, she was referred for a splenectomy, which she had in conjunction with a laparoscopic cholecystectomy for coexistent gall stones. The splenic histology confirmed the presence of Marginal Zone Lymphoma. Currently the patient remains in a complete clinical and radiological remission with a follow up of 3.5 years. The patient continues with long term haematological follow up.
Discussion
MZL represents a group of lymphoid tumors, which originate from memory B-lymphocytes presenting in the marginal zone of the second lymphoid follicles. The World Health Organization (WHO) classifies three distinct types of MZL; Mucosa Associated Lymphoid Tissue lymphoma, Splenic MZL and Nodal MZL [1] .
SMZL accounts for 20% of MZLs and less than 2% of Non-Hodgkin's lymphoma. The hallmark of clinical presentation of SMZL is massive splenomegaly; however most patients are asymptomatic at diagnosis and may not require treatment for years [2] . The disease commonly pursues an indolent course, with a median overall survival time exceeding ten years. However, the disease can follow an aggressive course in approximately one third of patients and a number of factors have been shown to correlate with survival and prognostic risk stratification models proposed [3, 4] .
Evidence suggests that all MZL subtypes are associated with an antigenic stimulus and the HCV is closely correlated with SMLZ [5] [6] [7] [8] [9] . It has been demonstrated that the E2 glycoprotein of the HCV could interact with CD81 in B cells, thereby leading to a proliferation of B cells [10] . Literature surrounding an association with Hepatitis B virus (HBV) and SMZL is minimal with a few case reports documenting a possible association. Christou et al. [11] presented a middle-aged male diagnosed SMZL on a background of chronic HBV. Lamivudine was commenced prior to chemotherapy and HBV DNA became undetectable. It hypothesized that suppression of lymphocytic p53 function by HBV encoded proteins and chronic antigenic stimulation can promote abnormal B-cell proliferation, resulting in MZL. Gomez-de et al. [12] discussed the case of fatal hepatitis B reactivation in a splenic MZL patient treated with Rituximab and chemotherapy. Zhang et al. [13] also described a patient with HBV with co-existent hepatocellular carcinoma and SMZL, emphasizing the oncogenic property of this virus. Fujimoto et al. [14] reported a patient who developed a HBV flare up following treatment of SMZL with splenectomy.
Rituximab is a monoclonal antibody that targets the CD20 molecule and the introduction of this antibody has dramatically improved the prognosis of CD20-positive lymphoma patients. However, it is associated with an increased risk of infectious events as well as the reactivation of HBV in HBsAg-negative patients with malignant lymphoma [15, 16] . Emerging reports of HBV association with splenic marginal zone lymphoma and Rituxim-abchemotherapy combinations being more effective as compared to chemotherapy alone [17, 18] make it even more important to exclude HBV infection prior to commencing treatment.
Conclusion
This case highlights the importance of testing for hepatitis B serology in patients diagnosed with splenic MZLs as causative agent. Although the association between HCV is well documented in the literature, a relationship between HBV may also be important. Therefore, testing for such viral serology appears to be an essential part of the management of SMZLs. Also, chemotherapy +/− Rituximab for splenic MZL is associated with the possible reactivation of latent infections; hence providing prophylactic cover for pre-existing latent HBV infection may be required.
